Four genes have been implicated in the aetiology of Alzheimer's disease (AD). Mutations in three of these, APP, PS 4 Moreover, we were careful to match both groups of cases and the controls for ethnicity and this lessens the likelihood that differences between them were obscured by population stratification, a point which is reinforced by the fact that frequencies of BCHE-K in patients were similar in both studies. However, there was a marked difference in K allele frequency between control groups in the two studies (Oxford 0.09, mean age 78.1 years; Cardiff 0.20, mean age 73.5 years) though this is hard to explain since both contained elderly, non-demented, UK white subjects. Previous frequency estimates for the K polymorphism of 0.12 in UK white subjects were based on enzymatic assays in relatively small groups."3 14 We therefore genotyped a large sample and obtained a frequency of 0.22 which closely matches that observed in all our other sample groups and in the patient group of Lehmann et al.4 This suggests that the original findings may be in fact the result of a type 1 error, to which genetic association studies are known to be prone."5 Further studies are required to resolve this issue.
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